
October 43, 19% 

Or. Frank J. Dixon 
Chaf nnan, Department of Pathology 
Universi ty of Pittsburgh 
School of Medicine 
Pi ttsburgh 13, Pennsyl vanie 

Dear Or. Dixon: 

Thank you very much for your letter of September 23rd, and for “,hu accozpanying 
reprints which I have studied with great interest, I am Iooki ng forward to an oppor- 
tuni ty to discuss these probl~s with Or. Talmage at close hand when he vls! ts us 
For a day next month, Hearwhile i would comment on one point raised in your own 
letter. I would agree that the ai ilninstion of normal giobul ins furnishes a rather 
weak model for the further stimulation of antibody and In But-net’s propos4tion, 
and my revision of it, this is replaced by a direct stfmutatian of potential 
antibody formi:~~ cells by vfrtue of the reaction of antigen with some form of 
antibody wl thin these cells. Weksman’s recent observations of what may be a 
pro4 i farat i v% :cspo:~sts of sensitized cells, and recent hints that at early stages 
of antitidy forrl?~tIc~r; Sensitivity Of t ymphold ce4 4 s may be a genera! [Jh@fiGritenoR, 

may lend some support to this idea. 

The origin: of i;i’w divzrsi t*; Ire antibody forming spaci F4city is a? course an 
even mor13 concurs rsattefr fn Fr:?Ser:tinG a hypermutability hypothesis I would by 
no $manl; ~iic32nt f t; rivat, that the antigen direcciy induces the ail’;ibody 
speclfici ty. 44cwevef. for the very sort of reasons that ‘TaimsSe has t?r~u:;xzrat+x~, 
an elect1 ve hypothesi I; seems somewhat more attractive at the present time. 

Your observations on the cpacificity of the secondary response! art: Df 
course very pertinent to the question of the variety of antibodies that cney be 
produced by B single cell. I &un maklng some plans with Or. Nossal to study this 
question by an extension of the techniques described in the enclosed reprint. 
The flagellar antigen of Salmonella adelaide is described as It fgll, Fortunately 
we have other serotypes whfch can act as reagents for the f and the g factors 
respectively and Dr. tdossal has recently worked out tachniques by wh!ch it would 
be possible to exhaust anti-f and anti-g differentlalty from sing!.? droplets. In 
th?s way it should be possible to datenlne whether a ccl I from an fg-sansi tized 
animal can be producil;g r ?: the same time speciffc anti-f and anti-g as well as 
a probable cross reacting fg cmponent. 
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t4ay I inqui re I f you have anything new to report with regard 
“I ymphocyte factor” which can restore the competence of newborn anil, 
sustain antibody fornation? I had noted your abstract on this in the 
Federation Proceedings but have not run across anything since then. 

Yours si ncerel y, 

Joshua Lederberg 
Professor of Hedical Genetic5 


